Introduction
A recent editorial considered the management of rheumatoid arthritis (RA) in the Middle East and Africa [1] . Following review of the limited available evidence in the literature specifically that is from this region, it was suggested that management of RA is suboptimal for a variety of reasons [1] . The editorial authors met to determine whether the European League Against Rheumatism (EULAR) consensus recommendations published in 2010 [2] were applicable and appropriate for implementation in the MENA region and South Africa [1] . The group made recommendations on next steps to improve the management of RA in this region, including collection of epidemiological data to elucidate better the prevalence, severity and burden of RA in this region; educational initiatives to raise awareness of the disease and dispel misconceptions among health care professionals (HCPs) and patients; development of regional guidelines to increase implementation of an evidence-based approach and improve outcomes; and facilitation of access to treatments in line with the recommendations [1] . In addition, locally relevant issues not commonly seen in Europe such as high rates of hepatitis B and C, tuberculosis (TB) and parasitic infections as well as access and monitoring difficulties should be considered.
New EULAR guidelines: raising the bar further
Towards the end of 2013, revised EULAR guidelines were published [3] . The overarching principles behind the updated recommendations remain broadly the same, although the order of priority has been changed and the final principle has some minor material alterations. Table 1 highlights the differences between the previous and current EULAR recommendations, while Fig. 1 highlights the differences between the previous and current EULAR treatment algorithms.
Is management of RA in the Middle East and Africa any closer to the EULAR ideal?
Following the publication of the 2013 EULAR recommendations, it is opportune to assess whether any advances have been made in the management of RA in the Middle East and Africa. We therefore undertook a similar survey to that [2, 3] Material changes to the content of the recommendations are highlighted; editorial changes that do not impact on the meaning of the recommendation are not DMARD disease-modifying antirheumatic drug, EMA European Medical Agency, EULAR European League Against Rheumatism, FDA Food and Drug Administration, GCs glucocorticoids, MTX methotrexate, RA rheumatoid arthritis, SSZ sulfasalazine, TNF tumour necrosis factor a The 'certain circumstances', which include history of lymphoma or a demyelinating disease, are detailed in the accompanying text b Tapering is seen as either dose reduction or prolongation of intervals between applications c Most data are available for TNF inhibitors, but it is assumed that dose reduction or interval expansion is also pertinent to biological agents with another mode of action performed previously to determine whether the applicability and implementation of the EULAR recommendations has changed, both over time and given the recent update. Here we report on the responses from participants in three separate surveys. Group 1 (n=84) combines the results of surveys conducted with participants at a EULAR recommendations consensus meeting convened in Dubai, United Arab Emirates (UAE), in January 2014 and an expert meeting convened in Marrakech, Morocco, in March 2014. The participants at the UAE meeting, which was chaired by Associate Professor Peter Nash, came from Egypt, Libya, Qatar, Saudi Arabia, Tunisia and the UAE, while the 69 participants at the Morocco meeting came from Algeria, Egypt, Kuwait, Lebanon, Saudi Arabia, Tunisia and the UAE. The participants in group 2 were surveyed during an expert meeting convened in Cape Town, South Africa, during February 2014.
The groups voted on their agreement with and the appropriateness and local applicability of the EULAR recommendations. Group 1 was asked whether they agreed with each recommendation and whether each was applicable to their clinical practice, while group 2 was asked whether they could easily implement each recommendation. Possible answers for each question were strongly disagree, disagree, agree and strongly agree; votes were classified as 'agree' if the response was 'agree' or 'strongly agree' and 'disagree' if the response was 'disagree' or 'strongly disagree'.
Agreement with, applicability of and ease of implementation of the EULAR 2013 recommendations in the Middle East and Africa region Figure 2 summarises the responses of group 1 in relation to agreement with and applicability of the EULAR 2013 recommendations and of group 2 in relation to whether these recommendations are easy to implement. Taking the findings of the earlier survey on the EULAR 2010 recommendations into consideration, Fig. 3 shows responses for those recommendations that are unchanged or materially unchanged from 2010 to 2013. It should be noted that the question around implementation differed slightly between the two surveys (2010: "How many rheumatologists implement this recommendation in practice?" 2014: "Is this recommendation easy to implement?"), but the responses are shown to give a broad feel for any potential changes to local practices that may now be more in line with the updated EULAR recommendations. The Fig . 2 Responses of new expert groups in relation to agreement with each of the 2013 EULAR recommendations (group 1), acceptability of each recommendation (group 1) and whether each recommendation was easy to implement (%). Possible answers for each question were strongly disagree, disagree, agree, strongly agree; votes were classified as 'agree' if the response was 'agree' or 'strongly agree' and 'disagree' if the response was 'disagree' or 'strongly disagree' disagree, agree, strongly agree; votes were classified as 'agree' if the response was 'agree' or 'strongly agree' and 'disagree' if the response was 'disagree' or 'strongly disagree' participants were very supportive of the EULAR 2013 recommendations, but these experts had a specific interest in RA and so general awareness among the wider population of other clinicians and stakeholders without a special interest in RA was likely to be lower. More than 80 % of participants in group 1 agreed or strongly agreed with all of the EULAR recommendations, and more than 90 % of participants in group 2 agreed or strongly agreed that all recommendations (but recommendation 11-the only entirely new recommendation relating to the janus kinase (JAK) inhibitor tofacitinib) were applicable to their clinical practice. Overall, the proportion of respondents who agreed with the recommendations and who believed that they were applicable to their clinical practice was much higher than the proportion of respondents who agreed or strongly agreed that the recommendation was easy to implement. This reassuringly suggests that rheumatologists in the region still broadly support the EULAR recommendations but highlights that some of the recommendations may remain aspirational in this setting. This may be due to practicalities surrounding implementation in some parts of the region, most often due to issues around access to drugs and monitoring. The perceived ease of implementation was generally higher in our recent survey than in the previous study.
Use of synthetic and biologic DMARDs
In the previous study, recommendations 7 and 14 were identified as difficult to implement due to problems around access to drugs because of their cost and the associated monitoring [1] . In our recent survey, more respondents agreed with recommendation 7(2010)/8(2013), in which patients who do not achieve treatment target with the first disease-modifying antirheumatic drug (DMARD) are recommended to switch to a second conventional synthetic DMARD or be given an additional biologic DMARD depending on the presence of poor prognostic factors. More respondents also felt that this was easy to implement, which may reflect increased access to these agents. The use of combination therapy with methotrexate (MTX) plus a biologic in patients with poor prognostic factors, the subject of original recommendation 14(2010), is not covered in the same format in the 2013 EULAR recommendations.
Recommendations 1, 6 and 10 were reported as difficult to implement in the previous study because they advocated aggressive management with early use of intensive therapies and tight disease control through frequent monitoring. This may be difficult to achieve due to lack of time to perform measurements of Disease Activity Score (DAS) and Health Assessment Questionnaire (HAQ), lack of awareness, misinformation (for example, about drug toxicity and comorbidities), local practices involving exhausting synthetic DMARDs and glucocorticoids before a biologic is introduced, delayed referral, shortages of specialist and support staff, economic issues (including the need to prioritise funding to diseases with other higher burdens), late access to patients, lack of local data and issues around lack of appropriate insurance in countries with high populations of expats. Agreement with recommendation 1, which relates to starting DMARDs as soon as the diagnosis of RA is made, was actually lower in our current survey, although the proportions of respondents who felt that this was easy to implement in practice was similarly low in both surveys. Agreement with recommendation 6(2010)/7(2013), which relates to the use of steroids as part of the initial treatment strategy, was almost identical, but participants in our more recent survey felt that it was easier to implement than those in the earlier study, indicating a possible improvement in access to these agents. Recommendation 10(2010) covered the use of synthetic DMARDs such as azathioprine and cyclosporin A in patients with severe refractory RA or contraindications to biologics or other DMARDs, which are no longer recommended by EULAR.
Agreement with recommendation 3(2010)/4(2013), which relates to the use of MTX as the first treatment strategy in patients with active RA, was somewhat lower than in the previous study, but the ease of implementation was broadly similar in the previous study and our recent survey. Agreement with and ease of implementation of recommendation 4(2010)/5(2013), which relates to the use of leflunomide and sulfasalazine (and injectable gold in 2010), were both somewhat lower in the more recent survey. This pattern was also seen for recommendation 8(2010)/9(2013), which relates to the use of biologic DMARDs in patients with insufficient response to MTX and other synthetic DMARDs, as the proportions of participants who agreed with and felt that it was easy to implement were slightly lower in the recent survey. In contrast, more respondents agreed with recommendations 12 and 13, which relate to the use of biologic DMARDs in patients in persistent remission following tapering of glucocorticoids and the cautious titration of synthetic DMARD doses in cases of long-term remission, and felt these recommendations were easy to implement. All participants in both studies agreed with recommendation 9(2010)/10(2013), which relates to strategies following failure of a first antitumour necrosis factor (TNF) inhibitor. The proportion of respondents who felt that this was easy to implement was slightly lower in the more recent survey, which may reflect that the current recommendation specifies more and newer treatment options not yet widely available in this region.
Use of a JAK inhibitor
Recommendation 11 was the only entirely new recommendation for 2013 and relates to the use of tofacitinib, the biologic DMARD most recently added to the rheumatologist's armamentarium, which was not licensed when the previous guidance was published. This was the recommendation with the lowest agreement (83.7 %), likely due to the fact that this agent is still relatively new to the market. Interestingly, more participants felt that this recommendation was easier to implement than agreed with. The lack of agreement may relate more to the phrasing of this particular recommendation, as the experts believed that waiting for a biologic treatment to fail may not always be applicable and that some doctors may want to go straight to tofacitinib. , it is difficult to understand this considerable change, although it may be that experts think it does not go far enough. For example, the Saudi Arabian authors of a recent editorial wanted to treat not to target but to workability to ensure that RA patients remain active working members of Saudi society, which they felt would be a more stringent objective [4] . They noted that this would require the use of a valid patient assessment tool and further research to optimise the implementation of workability measures.
Treatment targets and monitoring

Factors to consider when adjusting treatment
All participants at both time points agreed with recommendation 15(2010)/14(2013), which relates to the consideration of factors other than disease activity, such as progression of damage, comorbidities and safety concerns, when adjusting treatment. The proportion of participants who felt that this was easy to implement was higher in the more recent survey, which could reflect the more widespread availability of tests required to measure disease progression and increased recognition or reporting of comorbidities.
Discussion
In general, our results hint at a trend towards less agreement with recommendations around long-term use of conventional DMARDs and steroids and more agreement with those recommending the earlier use of biologic DMARDs. This may reflect a shift in attitudes due to increasing acceptance that more aggressive treatment is required earlier, and agreement that sustained use of conventional DMARDs and steroids is not universally successful in inducing remission, coupled with growing confidence about the efficacy, use and safety of the first-generation biologics in this region. For example, Alawneh et al. reported that RA in Jordan is severe, progressive and associated with comorbidities such as obesity, hypertension and diabetes, noting that remission rates are low despite active treatment with DMARDs, including TNF agents, by rheumatology clinics [5] . Although Slimani et al. found that RA in Algeria may be less aggressive than in Western countries, with more dominant seronegative oligoarthritis forms, remission rates in the two settings were comparable [6] . Lutef et al. found that remission rates in Qatar are better than those reported in other Gulf countries, which may be related to the use of anti-TNFs, but rates are still low when compared to the USA and European countries. Almost one third of their RA patients are not well controlled, and some may have comorbid conditions which limit the use of synthetic and biologic therapies while other patients may have joint damage due to a long-standing disease and if their diseases were acquired in the pre-biologics era [7] . Malemba et al. found continued radiographic progression in Congo despite methotrexate, which was often given in low doses, and need for an additional DMARD; lack of follow-up was also a major issue [8] . Both Hodkinson et al. from South Africa and Ibn Yacoub et al. from Morocco found that RA significantly affects physical and mental aspects of patient's health-related quality of life (HRQoL), with even early RA having a broad impact on HRQoL in indigent South Africans [9, 10] . Patients in South Africa showed substantial functional disability and suboptimal mental health despite 12 months of DMARD therapy, while in Morocco those taking methotrexate showed improvements in mental health and those taking biologics showed improvements in physical and social domains [9, 10] . The South African group also found that those who have an inadequate response to traditional DMARDs at 6 months are unlikely to show further improvement on these agents at 12 months, underscoring the need for better disease management through tight control, patient education and biologic therapy [9] . This is reflected in the updated treatment recommendations from South Africa, which advocate early diagnosis, prompt initiation of DMARDs and an intense treatment strategy. This includes assessment of disease activity with composite scores such as the Simplified Disease Activity Index (SDAI), frequent assessments and escalation of therapy until low disease activity or remission and the use of synthetic DMARDs alone (in combination with concomitant corticosteroids if necessary) and biologic DMARDs in refractory disease [11] .
Mody, reporting from the combined 7th African League of Associations for Rheumatology (AFLAR) and 23rd biennial South African Rheumatism and Arthritis Association (SARA A) congress held in April 2013, noted an encouraging increase in interest in rheumatology, with regular rheumatology congresses and educational meetings held annually or biennially in many of the constituent countries of this region [12] . The increased interest perhaps results from the numerous papers highlighting the suboptimal management of RA in this region and the consequent calls to collect further epidemiological data from across the region to increase understanding of the intra-and intercountry variability of the disease, set up registries to monitor the safety of newer treatments and raise awareness of the impact and burden of this condition among physicians and patients, develop national recommendations for managing RA and monitoring comorbidities, and improve training of HCPs from all relevant disciplines so that they can recognise early inflammatory arthritis and make appropriate referral and fast-track patients to ensure earlier introduction of intensive treatment, thus minimising disease activity as soon as possible after diagnosis [1, [13] [14] [15] [16] [17] . Encouragingly, Zafar et al. found that the introduction of support groups, awareness programmes and public campaigns in the UAE in recent years had significantly reduced the time to diagnosis and initiation of DMARD therapy, although they recommended larger studies to substantiate this further and to address whether shorter times to diagnosis and to treatment can positively influence rates of remission and quality of life [18] .
Despite promising indications that we are moving in the right direction, challenges remain. The financial barrier to the use of basic tests, imaging, DMARDs (including biologics) and surgery still persists in many resource-poor countries [12, 15, 19] . Alawneh et al. recognised the need to increase documentation of DAS scores when treating patients to allow monitoring of targets to be monitored [5] , and Ickinger et al. suggested the use of the rheumatoid arthritis articular damage (RAAD) score in under-resourced settings [20] . Issues around finances are exacerbated by a dearth of rheumatologists to diagnose and manage patients in many countries, with reports that some patients living in the UAE are seeing rheumatologists in the UK to get a diagnosis [12, 15, 19] . Infections were a common theme among the many abstracts at the AFLAR/ SARAA 2013 meeting [12] , which ties in with our previous finding that physicians can be wary of using immunosuppressive agents in a population already at risk of endemic infections such as TB [1] . Indeed, Hammoudeh et al. confirmed that the risk for active TB and other infections in patients with RA from Asia, Africa and the Middle East is increased in patients receiving TNF inhibitors and higher in those receiving monoclonal antibodies versus the soluble TNF receptor etanercept [21] , which is also highlighted by the South African recommendations [11] . Pettipher et al. reported that infections were a major reason for discontinuation in South Africans and concluded that biologics with alternative modes of action are needed for patients with moderate to severe RA in South Africa [22] . From a more positive viewpoint, Tikly et al. noted that mandatory screening for latent TB infection prior to initiation of TNF inhibitors has markedly reduced the incidence of TB in treated patients, but with reactivation of TB still occurring in some patients, they suggest considering non-TNF inhibitor biologics ahead of TNF inhibitors in those with DMARD-resistant disease [17] .
Conclusion
In conclusion, comparison of these two reports on the applicability and implementation of the EULAR recommendations and recent papers in the literature suggest that improvements in the management of RA in the Middle East and Africa have been made, but challenges still remain. It therefore is important to maintain the current momentum, as further work raising awareness, increasing education, ensuring early diagnosis and more aggressive management and increasing the number of available specialists is needed before the management of RA throughout this region can be considered optimal.
